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DETAILED ACTION 

The amendment dated 1-24-08 is acl<nowledged. 

Claims included in the prosecution are 1-4, 6-18, 20-21, 35-38, 40-46 and 56-59. 
In view of the cancellation of claims 1 1 and 38, the 1 1 2, second paragraph 
rejection is withdrawn. 



Claim Rejections - 35 USC § 103 

1 . The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

2. Claims 1-4, 6-18, 20-21 , 35-38, 40-46 and 56-59 are rejected under 35 U.S.C. 
103(a) as being unpatentable over WO 91/12026 of record in combination with Szoka 
(5,077,057) optionally in further in combination with Sheffield at al (4,937,254). 

WO teaches a method of reducing surgical adhesions by coating tissue surfaces 
with phospholipids. According to WO lecithin in combination with phospholipids such as 
phosphatidylethanolamine, phosphatidyl inositol, phosphatidylserine and sphingomyelin. 
Further according to WO less pure phospholipid could be used since certain impurities 
may act synergistically. These phospholipids include phosphatidylethanolamine, 
phosphatidyl inositol, phosphatidylserine, phosphatidyl glycerides (lyso phosphatides) 
and sphingomyelin. The compositions further contain hyaluronic acid. The compositions 
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can be in tlie form of gels, pastes, solutions and sprays (abstract and pages 6, 8-9). 
Although WO does not explicitly state the compositions are in the form of lamellar 
bodies (liposomes), according to pages 5 and 6, the phospholipid is suspended in 
hyaluronic acid solution and sonicated and since the method of liposomes involves the 
hydration of the phospholipid with an aqueous medium, it would have been obvious to 
one of ordinary skill in the art that the composition taught by WO is a lamellar 
composition. Although WO does not teach the proportions of individual phospholipids in 
the mixture, it does teach the amount to be effective in the treatment of adhesions. 
Therefore, it would have been obvious to one of ordinary skill in the art to use 
appropriate amounts of individual phospholipids to obtain the desired synergistic effect 
based on the teachings of WO. Furthermore, lecithin in the art is known to contain 
phosphatidylethanolamine, phosphatidyl inositol, phosphatidylserine, phosphatidyl 
glycerides (lyso phosphatides) and sphingomyelin and their proportions vary according 
to the source such as egg or soybean. Therefore, one of ordinary skill in the art would 
be motivated to use commercial lecithin in combination with the other phospholipids 
taught by WO with a reasonable expectation of success. The examiner cites WO 
95/08986 in this context (see Table A on page 4). What is also lacking in WO is the 
teaching of the inclusion of cholesterol in the liposomes. The criticality of number of 
liposomes is unclear since phospholipid amounts are important since they are the active 
agents and therefore, one of ordinary skill in the art would be motivated to estimate the 
number of liposomes containing the effective amounts of the phospholipids. In the 
absence of showing unexpected results, the protocol of administration (30 minutes 



Application/Control Number: 10/678,743 Page 4 

Art Unit: 1612 

intervals) is deemed to be an obvious parameter manipulated by an artisan to obtain the 
best possible results. It should be pointed out that WO on page 6 teaches that the 
phospholipid suspension may be applied and then re-applied at regular intervals. 

Szoka teaches that the inclusion of cholesterol in liposomes increases the rigidity 
of the liposomes (col. 1, lines 25-37). Szoka further teaches the encapsulation of 
chemotherapeutic agents such as cis-platin (example 4). 

Sheffield et al teach a method of inhibiting post-surgical adhesions by the topical 
administration of liposomes. The liposomes contain phosphatidylcholine and 
cholesterol. The compositions further include hyaluronic acid. The method of 
preparation involves the addition of an aqueous medium to the phospholipids 
(examples13-19). 

The inclusion of cholesterol in the compositions of WO would have been obvious 
to one of ordinary skill in the art since the inclusion of cholesterol would hgidify the 
membranes of the lamellar bodies (liposomes). It would have been obvious to one of 
ordinary skill in the art that the preparations taught by WO could be in the form of 
liposomes since the reference of Sheffield shows that liposomes are formed by the 
addition of an aqueous medium to the phospholipids. The addition of cholesterol would 
have been obvious to one of ordinary skill in the art since cholesterol is added routinely 
to the liposomes when used for surgical adhesions. Although, the references do not 
teach the inclusion of anti-estrogen or a chemotherapeutic agent in the composition, 
since the adhesions are formed after surgery, and if the surgery is to remove an 
estrogen dependent tumor, it would have been obvious to one of ordinary skill in the art 
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to use an anti-estrogen in the composition to treat any tumor cells left after surgery. 
Similarly, one of ordinary skill in the art would be motivated to include other 
chemotherapeutic agents in the composition if the tumor removed is not dependent on 
estrogen especially in view of Szoka which teaches the encapsulation of cis-platin. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant argues the following: "The term, 'lamellar body' is a specific, well defined scientific 
term which would not be considered by one skilled in the art to encompass structures 
such as liposomes or to encompass general references to phospholipids without any reference to 
their structure, or to surfactants which are known to exist in many forms. Furthermore, the term 
"liposome" and "lamellar body" are not interchangeable. "Lamellar bodies" are detectable only 
by electron microscopic examination of body tissues. They consist of a solid microbody 
containing tightly packed phospholipid bilayers arranged in a fashion similar to the layers of an 
onion. Occasionally, lamellar bodies may contain a dense osmiophilic core. Lamellar bodies 
typically contain no central cavity, and consist of microspheres, ellipsoids, toroids or rods which 
are solidly packed with phospholipid bilayers. This is a recognized three-dimensional geometry 
known as dupin cyclides. Lamellar bodies as defined in this manner appear in the title in over 
1,700 papers which have been published since 1964, indicating that the use of the term "lamellar 
bodies" in the manner described herein is a well established scientific term. In short, "lamellar 
body" is a term denoting a microbody which is not the same as or similar in function to either the 
meaning or properties of liposomes" or "phospholipid constructs." Claim 1 of the instant application 

recites the parameters claimed for producing a "lamellar body", and alternative 
compositions would not have the structure so closely associated with a lamellar body. 

The Examiner indicates that WO91/12026 does not teach that the compositions are in the 
form of lamellar bodies and there is no teaching of combining an amount of the constituents to 
form a lamellar body. Moreover, Applicants submit that there is no teaching or suggestion that 
the compositions are in the form of lamellar bodies. In particular, there is no teaching or 
suggestion that a lamellar body (defined here by its constituents) would have any useful 
therapeutic benefits at all. Previously, lamellar bodies had only been considered as inactive 
carriers. 

Regarding Szoka, the Examiner states that including cholesterol increases rigidity. In 
liposomes this is generally considered to be beneficial, however in lamellar bodies only a 
relatively low percentage of cholesterol is incorporated in order to retain the fluidity of the 

lamellar body structure. In addition, Szoka teaches liposomes which act as carriers rather than 
lamellar bodies which themselves have therapeutic benefit according to the present invention. 

As such, the references, even when combined do not teach all the features of the present 
invention. Hence, the Examiner has failed to set forth prima-facie case of obviousness." 

These arguments are not persuasive. Claims are given the broadest reasonable 
interpretation. Furthermore, on page 23 of the specification, applicants themselves offer 



the following definition to lamellar bodies. " [0074] "Lamellar bodies or rnicrobodies "as 
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used throughout this document, refers to phospholipid, multilamellar, bilayered 
structures present in many tissues throughout the body, but also refers to the synthetic 
multilayered phospholipid structures having the novel composition described in the 
present invention. Thus, this term refers to both naturally occurring and synthetic 
lamellar bodies." 

Liposomes taught by the prior art are bilayer structures and are synthetic and 
therefore, prior art is applicable. With regard to the applicant's arguments pertaining to 
cholesterol, the examiner points out that the motivation to use cholesterol need not be 
the same as applicant's. With regard to applicant's arguments that Szoka teaches 
liposomes as carriers rather than lamellar bodies which themselves have therapeutic 
benefit, the examiner points out that instant claims do not exclude the other components 
in Szoka. 

5. Claims 1-4, 6-18, 20-21 , 35-38, 40-46 and 56-59 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Sheffield et al (4,937,254) in combination with WO 
91/12026 of record. 

Sheffield et al as pointed out above teach a method of inhibiting post-surgical 
adhesions by the topical administration of liposomes. The liposomes contain 
phosphatidylcholine and cholesterol. The compositions further include hyaluronic acid. 
The method of preparation involves the addition of an aqueous medium to the 
phospholipids (examples13-19). What is lacking in Sheffield et al is the teaching of the 
use of phosphatidylethanolamine, phosphatidyl inositol, phosphatidylserine, 
phosphatidyl glycerides (lyso phosphatides) and sphingomyelin in the liposomes. 
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WO teaches a method of reducing surgical adhesions by coating tissue surfaces 
with phospholipids. According to WO lecithin in combination with phospholipids such as 
phosphatidylethanolamine, phosphatidyl inositol, phosphatidylserine and sphingomyelin. 
Further according to WO less pure phospholipid could be used since certain impurities 
may act synergistically. These phospholipids include phosphatidylethanolamine, 
phosphatidyl inositol, phosphatidylserine, phosphatidyl glycerides (lyso phosphatides) 
and sphingomyelin. The compositions further contain hyaluronic acid. The compositions 
can be in the form of gels, pastes, solutions and sprays (abstract and pages 6, 8-9). 
Although WO does not explicitly state the compositions are in the form of lamellar 
bodies (liposomes), according to pages 5 and 6, the phospholipid is suspended in 
hyaluronic acid solution and sonicated and since the method of liposomes involves the 
hydration of the phospholipid with an aqueous medium, it would have been obvious to 
one of ordinary skill in the art that the composition taught by WO is a lamellar 
composition. 

The use of the claimed phospholipids in the preparation of liposomes in Sheffield 
et al would have been obvious to one of ordinary skill in the art since WO teaches that 
the combination of the phospholipids act synergistically. Although, neither reference 
teaches the inclusion of anti-estrogen or a chemotherapeutic agent in the composition, 
since the adhesions are formed after surgery, and if the surgery is to remove an 
estrogen dependent tumor, it would have been obvious to one of ordinary skill in the art 
to use an anti-estrogen in the composition to treat any tumor cells left after surgery. 
Similarly, one of ordinary skill in the art would be motivated to include other 
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chemotherapeutic agents in the composition if the tumor removed is not dependent on 
estrogen. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant once again argues that Sheffield et al do not teach or suggest using a lamellar 
body, only various liposome compositions. These arguments have already been 
addressed by the examiner. 

6. Claims 16-18 and 44-46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Sheffield et al (4,937,254) in combination with WO 91/12026 of 
record as set forth above, further In view of Vournakis (5,624,679). 

The teachings of WO and Sheffield have been discussed above. As pointed out 
above, these references lack the teachings of use of an anti-estrogens and 
chemotherapeutic agents. 

Vournakis while disclosing poly-acetylgalactosamlne antl-adheslon compositions 
teaches that chemotherapeutic agents and anti-estrogens (tamoxifen) can be Included 
in the compositions. Vournakis is further suggestive of the use of liposomes (abstract, 
col. 26, lines 52-54; col. 27, Iine59 through col. 28, line 43; Examples 17-23). 

The Inclusion of anti-estrogens or chemotherapeutic agents In the compositions 
of WO and Sheffield would have been obvious to one of ordinary skill In the art with a 
reasonable expectation of success since the reference of Vournakis shows the routine 
use of anti-adhesive compound and the therapeutically active agent together. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant's arguments that Sheffield does not teach lamellar bodies have already been 
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addressed by the examiner. Applicant provides no specific arguments regarding 
Vournakis. The rejection is maintained. 

7. Claims 16-18 and 44-46 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over WO 91/12026 of record in combination with Szoka (5,077,057) 
optionally in further in combination with Sheffield et al (4,937,254) as set forth above, 
further in view of Vournakis (5,624,679). 

The teachings of WO, Szoka and Sheffield have been discussed above; these 
references lack the teachings of use of an anti-estrogens and chemotherapeutic agents. 

Vournakis while disclosing poly-acetylgalactosamine anti-adhesion compositions 
teaches that chemotherapeutic agents and anti-estrogens (tamoxifen) can be included 
in the compositions. Vournakis is further suggestive of the use of liposomes (abstract, 
col. 26, lines 52-54; col. 27, Iine59 through col. 28, line 43; Examples 17-23). 

The inclusion of anti-estrogens or chemotherapeutic agents in the compositions 
of WO, Szoka and Sheffield would have been obvious to one of ordinary skill in the art 
with a reasonable expectation of success since the reference of Vournakis shows the 
routine use of anti-adhesive compound and the therapeutically active agent together. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant's arguments that WO does not teach lamellar bodies have already been 
addressed by the examiner. Applicant provides no specific arguments regarding 
Vournakis. The rejection is maintained. 
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Double Patenting 

8. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

9. Claims 1 -4, 6-1 8, 20-21 , 35-38, 40-46 and 56-59 are provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
claims 1-15 of copending Application No. 10/827,172. Although the conflicting claims 
are not identical, they are not patentably distinct from each other because instant claims 
are drawn to the same composition claimed in the copending application and a method 
of using the same composition in the said copending application. Instant composition 
which is recited as a combination of specific lipid (same as in claim 2 of the copending 
application) is a species of the composition in claim 1 of the copending application and 
therefore, anticipated by the claims in the copending application. Since phospholipids 
are known as the adhesion inhibitors as evident from the cited prior art, instant method 
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claims are deemed to be obvious over the composition claims in the copending 
application. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Applicant submits their willingness to file a terminal disclaimer. The rejection is 
maintained in abeyance. 

10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi 8. Kishore, Ph.D whose telephone number is 
(571 ) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Krass Frederick can be reached on (571 ) 272-8373. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Gollamudi S Kishore/ 

Primary Examiner, Art Unit 1612 

GSK 



